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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1 . (Currently Amended) A compound of Formula I; 




O 



I 

in which: 

X'is-CCR^CR^or-X 3 ; 

X 2 is cyano, -CHO, -C(R 7 )(R*)R S , -C(R 7 )(R 8 )CF 3 , -C(R 7 XR*)CF 2 CF2R 9 
-CH=CHS(0)2R S , -CCR^CR^CFzCtONRV, -C(R 7 )(R 8 )C(R 7 )(R 8 )NR 5 R 6 , 
-C(R 7 )(R 8 )C(R 7 )(R 8 )OR s , -C(R 7 )(R 8 )CH 2 OR s , -C(R 7 )(R 8 )CH2N(R 6 )S0 2 R S , 
-C(R 7 )(R 8 )C(R 7 )(R 8 )N(R 6 )(CH 2 )20R 6 ) -C(R 7 )(R 8 )C(R 7 )(R 8 )N(R 6 )(CHi)2NR s or 
-C(R 7 )(R 8 )C(R 7 )(R 8 )R 5 ; wherein R s is (Ci^alkyl, (Cs-ioJarylCQ^alkyl, 
heterD(Ct-io)aryl(C<«)alkyl > (C^io)cycloalkyl(C«)alkyl orhetero(C4-io)cycloalkyl(C()4)alkyl 
wherein hetero(dn)arvl or heteroCCn^cvcloalkvl is ovran. thiopvratu pvrimidine. thiazole. 
isothiazole. pyridine, furan. imidazole, isoxazole. oxadiazole. oxazole or triazole: R* 5 is 
hydrogen or (C^alkyl; R 7 is hydrogen or (C M )alkyl and R 8 is hydroxy or R 7 and R 8 together 
form oxo; R 9 is hydrogen, halo, (d^alkyl, or (C 3 -i 0 )aryl(C( W )alkyl er 

X 3 represents a group of Formula (a): 
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X 5 




(a) 



in which n is 1 or 2, z is 0 or 1, X 5 is s e l e ct e d from NR 10 , S or O, wherein R 10 is hydrogen or 
(Ci^)alkyl, and X 6 is O, S or NR 11 , wherein R u is selected from hydrogen, (Ci. 6 )alkyl, 
-X*C(0)OR 12 , -X 4 C(0)R 13 , -X 4 C(0)NR 12 R 12 , -X^O^NR^R 12 , -X*S(0)2R 14 , -R 15 , 
-X 4 S(0)2R 1S , -X 4 C(0)R ls , -X*C(0)OVL ls , -X*C(0)NR 12 R 1S and -X^OJzNR^R 15 , in which 
X 4 is a hond or (Ci^)alkylene; R 12 at each occurrence independently is hydrogen or 
(Ci-6)alkyl; R 13 is hydrogen, (Ci^)alkyl or halo-substituted(Ci. 6 )allcyl, R 14 is (Ci^)alkyl or 
halo-substituted(Ci^)alkyl and R 15 is (Ca-^cycloalkyKCo^alkyU 
hotCTo(C^)cyrioallcyl ( ^)allcyl , (C64o)aryl(Co-ti)aIkyl, hetaro(Q^)aiyI(C » 6)allcyl; or 
(CM2)bicycloaryl(Co«)alkyl or hetore(G »4 a)bioyoIoaryl(CW)aIkyl ; 

wherein within X 1 any cycloalkyl, h e t e rocycloalkyl, aryl or h e t e roaryl may bo is 
substituted or unsubstituted with - 1 radical R 56 sel e ct e d from R^ r-^QR^r-^SR* 

-X^ tt €(Q)R J V?^ 4 a C(0)OR 4 Vx 4 ^ 

-jg 4 WR 4 a G(0)NR^ K t a and ?rt ft H €fflR^NR% tt ; and whoroin X ^-aa^R ^may bo 
s ubstitut e d furth e r with 1 to 5 radicals indep e ndently oolootod from (Q - $)aIkyl, cyano, halo, 
halo substitatodC^olkyl, nitro, X 4 ^^^ r -X^ ta e(Q^ w r ^ 4 NR 4 3 C(Q)OR 4 3 7 

-jg > P^(-QR 43 )QR t3 ^ 4 QP(Q)(QR 4A )QR 4S r ^ 4 S{0)R 44 and - X^O)^ 44 whoroin X 4 ^ 
R^t-R 44 and R^ - ar e- as d e fin e d abov e; 
R 1 and R 2 are both fluoro; or 

R 1 is hydrogen or (Ci^)alkyl and R 2 is selected from the group consisting of 
hydrogen, (C^alkyl, cyano, -XWV 2 , -X 4 NR 12 C(0)R 12 , -^NR^CCOOR 12 , 
-X"NR 12 C(0)NR 12 R 12 , -X^^CCNR^JNR^R 12 , -X^R 13 , -X 4 $R 13 , -X*C(0)0R 12 , 
-X^OR 13 , -X?OC(0)R u , -X 4 C(0)NR 12 R 12 , -X^OjNR'V 2 , -X*NR ,2 S(0)2R 13 , 
-X 4 P(0)(OR 12 )OR 12 , -^OPCOXOR^JOR 12 , -X 4 S(0)R 14 , -X 4 S(0)2R 14 , -R 1S , -X 4 OR 15 , 
-X'SR 15 , -X'StOR 15 , -X^O^R 15 , -X 4 C(0)R 15 , -X*C(0)GR IS , -X'OCCOR 15 , -X^^R 12 , 
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-X^NR'W, -X^R^OpR 15 , -X?C(0)m} s R n , -X 4 S(0)^ 15 R 12 , -XW'SCCOjR 13 , 
-X^QONR^R 12 and -X*NR I2 C(NR 12 )NR 15 R 12 , wherein X 4 , R u , R 13 , R 14 and R 15 are as 
defined above; or R 1 and R 2 taken together with the carbon atom to which both R 1 and R 2 are 
attached form (C3-8)cycloalkylene or hotoro(G+ 3- )oyolonlleylono ; wherein R 2 , and said 
cycloalkylene and aaid hot e rocycloallcylono may be substituted further with 1 to 3 radicals 
independently selected from (Cms)alkyl, cyano, halo, halo-substituted(Ciwj)allcyl, nitro, 
-X 4 NR 12 R 12 , -X 4 NnR l2 C(0)R l2 f -X^R^CCOOR 12 , -XW^C^NR'V 2 , 
-X 4 NR ia C(NR la JNR ia R ,2 f -J^OR 13 , -X 4 SR 13 , -X^OJOR 12 , -X^COR' 3 , -X*OC(0)R 13 , 
-X*C(0)m l2 R a , -T?S(p)2m n K n , -X'NR^SCO^R 13 , -X^OXOR^OR 12 , 
-X^OPCOCOR^OR 12 , -X*S(0)R 14 and -X 4 S(0)2R 14 , wherein X 4 , R 12 R 13 and R 14 are as 
defined above; 

R 3 and R 4 are independently -C(R ,<S )(R ,7 )X 7 , wherein R 1 * and R 17 are hydrogen, 
(Ci_6)alkyl or fluoro, or R I<$ is hydrogen and R 17 is hydroxy and X 7 is selected from 
-XfNR^R 12 , -X 4 NR l2 C(0)R 12 , -X 4 NR 12 C(0)OR 12 , -X^R^CCOKR^R 12 , 
-X*NR ,? C(NR 1 'jNR ,2 R 13 , -XW 3 , -X'SR 13 , -X*C((»OR w , -X 4 C(0)R 13 , ~X*OC(0)R 13 , 
•X^CONR^R 12 , -X^OiNR^R 12 , ■X'NRW, -X^OXOR^OR 12 , 
-X'OPCOXOR^OR 12 , -X^OJR 14 , -X^O^R 14 , -R 15 , -XW 5 , -X 4 SR ,S , -X 4 S(0)R l5 > 
-X 4 S(0) 2 R 15 , -X^COJR 15 , -X?C(0)OR iS , -X 4 OC(0)R 13 , -XW 5 ^ 2 , -X^R^C^R 15 , 
-^NR^CCO^R 13 , -X^CC^NR^R 12 , -X 4 S(0>2NR l5 R 12 , -XW^CCOjR 13 
-X^^C^NR 1 ^ 12 and ^^^(NR^NOR^R 12 , wherein X 4 , R 12 , R 13 , R 14 and R 15 are as 
defined above; 

wherein within one of R 3 or R 4 any cycloalkyl, h e t e rocycloalkyl, aryl or heteroaryl 
maybe is substituted or unsubstituted with 1 radical selected from R^ r-X^QR^ 

■j^^e^^VrK^ ^CCOjOR^ n ^C^NR^ 

nts ^^xyyirtvc Tt naSx± mm n •trrrc -prcxx: ±fc , WJUClVlu A 7 I\ tans re (ITU UD QOIinOQ 

abovo; and wherein each of R 3 T and R 4 and R 3 * may bo is substituted further or is not farther 
substitute wiEh-1 to 5 radicals indep e ndently aolected from (Chalky!, oyono T halo, 

X^Pr OVnR^DP 4 ^— Y ^ nPfTrV OP^ Q T ^ 4 ^ V^C rT^ P 4 4 '■ m rl V^ r'OYnP 44 Ty hr^ r/ M T i y 4 P 4 ^ 

R^-and-R 1 4 are as defined above; provided that only one bicyclio ring structure is pr e sent 
within oaoh of R^ ^R 4 ? and provided that when X 2 is cyano and X 7 within one of R 3 or R 4 is 
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-X 4 C(0)R 13 or -X*C(0)R 15 , wherein X 4 is a bond, then X 7 within the other of R 3 or R 4 is 
limited to -X 4 SR 15 , -X*S(0)R 15 and -X^CO)^ 15 , wherein R 15 is a substituted 
(Q.io)aryl(Ci^)alkyl substitut e d with 1 to 5 radioalo orh e t 8 ro(C^)aryl(C»<Jalkyl optionally 
oubotitutod - w i th 1 to 5 radicals, wherein said radiools ore ind e pend e ntly selected from 
(€ ^)alkyl, cyano, hal<Miolo QubstimtodCQ^alkyl, nitro, - X 4 NR^ 4 V?£ 4 WR 4a €(^ 4a ? 

v^Wi-i\rvp*3 vVyr^Mft^ yV\/"vr\Yp- i 3 Y ^r rn^M P^P ^ vfc/rw^xm^ u 45 

Wherein x S-R^R 4 * and R 44 aro ao defined above, provided that the radic al io not selected 
from only halo whon - R^ 4fl^€g4^ )ai5 r l(<5 j-g )alkyl; and provided that whoo-X* io oyano thon X* 
within 1 R and R ™is™not" "X^C^^^NR. "R ^ 5C 4 C(0)']N^i^^4t or X^C^^^NR^ ^R: § wherein IX 4 ^^ 
a bond and R 4 * and together with the nitrogen atOBD - te - which th e y ar e attach e d form 
h e tero(C» 4 o)cycloalkyl or hotoro(C^ )aq4; 

aa4 or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; ««d or the pharmaceutical^ acceptable salts and 
solvates of such compounds ah4 or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

2. (Currently Amended) The compound of Claim 1 in which: 
X 1 is -C^XR^or-X 3 ; 

X 2 is eytee, -CHO, -C(0)R 5 , -C(0)CF 3 , -CCO^CF^ 9 -CH=CHS(0>2R 5 , 
-C(0)CF 2 C(0)NR 5 R 6 , -C(0)C(0)NR 5 R 6 , -C(0)C(0)OR 5 , -C(0)CH 2 OR 5 , 
-C(0)GH2N(R 6 )S02R 5 , -C(O)C(O)N(R 6 )(CH2)20R 6 , -C(0)C(0)N(R <3 )(CH 2 ) 2 NR 6 or 
-C(0)C(0)R 5 ; wherein R 5 is (C M )alkyl, (C 6 -io)aryl(C(H5)alkyl J hctere(; e4 ^)arsl(C^fey - l ? or 
(C4-ia)cycloalkyl(C(w)alkyI or hotoro(C4^)oyoIoaUcyl(C^ alk^4, R 6 is hydrogen or (Ci-$)alkyl 
and R 9 is halo; 

X 3 represents a group of Formula (b): 




(b) 



5 of 24 



DEAV1999/S007 US CNT 



PAGE 6125 1 RCVD AT 9/10/2004 4:12:11 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-2/2 * DNIS:7464060 * CSID:908 231 2626 * DURATION (mm-ss):0740 



SEP.. 10. 2004 4:19PM AVENTIS US PAT DEPT NO. 7515 P. 7 



in which n is 1 or 2, z is 0 or 1 , X 6 is O or NR. 1 wherein R n is selected from hydrogen, (Q. 
«)alkyl, -X*OC(0)R I3 s -^C^OR 12 , -X 4 C(0)R 13 , -X*C(0)NR 12 R 12 , -X 4 S(0)aNR"R 12 , 
-X?S(Oh* li , -R 15 , -X^OJzR 15 . -X'C^R 13 , -X*C(0)OR 15 , -X^OJNR^R 15 and 
-X 4 S(0) 2 NR 12 R 15 , in which X 4 is a bond or (Ci^)alkylene; R 12 at each occurrence 
independently is hydrogen or (Ci^alkyl; R 13 is hydrogen, (C^alkyl or 
halcnsubstituted(Ci-6)alkyl, R 14 is (Ci-6)alkyl orhalo-substituted(Ci_6)alkyl and R 15 is 
(C3.io)cycloalkyl(QHj)alkyl, hetero(C3.io)cycloalkyl(Co. 3 )alkyl 1 (C^io^KQ^alkyl, 
hetero(C5.io)ajryl(Co-6)alkyl 7 (C9.i2)bicycIoaiyl(Ca6)alIcyl or 
hetero(C&-i2)bicycloaryl(C<^6)alkyl; 

wherein within X 1 any cycloalkyl, h e terocycloalkyl» or aryl or h e teroaiyl may be is 
unsubstituted or substituted with 1 radical selected from -R 15 and -X*C(0)R 15 ; and wherein X 1 
mayb e is unsubstituted or substituted further with 1 to 3 radicals independendy selected from 
(C^)alkyl, halo-substitucecKd^alkyl, Ot^NR^R 12 , -XW 3 and -X 4 S(0)*R 14 , wherein X 4 , 
R 12 , R 13 , R 14 and R 15 are as defined above; 

R 1 and R 2 are both fluoro; or 

R l is hydrogen or (Ci.6)alkyl and R 2 is selected from the group consisting of 
hydrogen, (Ci_ 6 )alkyl, -X'OR 13 and -R 13 ; or R 1 and R 2 taken together with the carbon atom to 
which both R l and R 2 are attached form (C 3 -a)cycloalkylene or - het e ro(C» ^ )cycIoalkyl e n e; 
wherein R 2 may be substituted flirther with (C l ^)alkyl; wherein X 4 , R 13 and R 15 are as defined 
above; 

R 3 and R 4 are independently -C(R I6 )(R 17 )X 7 5 wherein R 16 and R 17 are hydrogen, 
(Ci-o)alkyl or fluoro, or R 16 is hydrogen and R 17 is hydroxy and X 7 is selected from -X'SR 13 , - 
X*C(0)R 13 , -X'CCONR 12 ^ 2 , -R 13 , -XW 3 , -XW 3 , -X^OiR 15 , -X 4 C(0)R 13 and 
-X^OJNR^R 12 , wherein X 4 , R 12 , R 13 andR 15 are as defined above; 

wherein within one of R 3 or R 4 any cycloalkyl, heterocycloalkyl, aryl or heteroaryl 
may be substituted with 1 radical selected from -R 15 , -X*OR 15 , -X^R 15 , -X*S(0)R 15 , 
-X*S(0)2R 15 , -X^OJR 15 , -7C t C(0)OR I5 > ^OCCOR 15 , -XWV 2 , -XW^COR 13 , 
-X 4 NR 12 C(0)OR 15 , -X'CfONR^R 15 , -X'SCCOiNR^R 12 , -X^^O^R 13 , 
-X 4 NR u C(0)NR u R 12 and -X^^QNR^JNR^R 12 , wherein X 4 , R 12 and R 13 are as defined 
above; and wherein each of R 3 and R 4 may be substituted further with 1 to 5 radicals 
independently selected from (Ci-o)alkyl, cyano, halo, halo-substituted(CM)alkyl, nitro, 
■XkV 2 , OCW^O)^ 2 , -X?NR l2 C(0)OR { \ -X^R^C^NR 1 ^ 12 , 
-X 4 NR l2 C(NR 12 )NR l2 R 12 , -XW 3 , -X 4 SR 13 , -^(OJOR 12 , -X?C(0)R l \ -X'OCXOJR 13 , 

6 of 24 

DEAV1999/S007 US CNT 

PAGE 7/25 * RCVD AT 9/1012004 4:12:11 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-2/2 * DNIS:74G4060 ' CSID:908 231 2626 * DURATION (mm-ss):0740 



SEP, 10. 2004 4:20PM AVENTI S US PAT OEPT 



NO. 7515 P. 8 



-X 4 C(0)NR 12 R 12 , -X 4 S(0)2NR 12 R 12 , -X*NR n S(0)jL x \ -X 4 P(O)(OR 12 )0R ,2 ? 
^OPCOXOR^OR 12 , -X*S(0)R u and -X^O^R 14 , wherein X 4 , R 12 , R 13 and R 14 are as 
defined above; 

wherein within one of R 3 and R 4 any cycloalkyl, h e t e rocyrioalk y^ or aryl or heteroaryl 
may bo is unsubstituted or substituted with 1 radical selected from -R J5 and -X 4 OR 15 ; and 
wherein each of R 3 or R 4 mayb e is unsubstituted or substituted further by 1-5 radicals 
independently selected from (C^)alkyl, cyano, halo, halo-substituted(Ci^)alkyl 7 - 
XW^OJOR 12 , -XW 3 , OdC(0)OR 12 , ~X*C(0)R 13 , ~X 4 C(0)NR 12 R 12 , ^NR^O)* 13 
and ^SCO^R 14 , wherein X* 7 R 12 , R ,3 f R 14 and R 15 are as defined above; 

sad- or the A/-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; asd- or the pharmaceutical^ acceptable salts and 
solvates of such compounds and- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

3. (Currently Amended) A compound of claim 2 in which R 3 and R 4 are independently 
-CH2X 7 , wherein X 7 is selected from X 4 SR 13 ? -X*C(0)R I3 7 -X 4 C(0)NR 12 R 12 , -R 15 , -X 4 OR 15 , 
-X 4 SR 15 , -X 4 S(0)2R 15 , -X^COR 15 and -X 4 C(0)NR 15 R 12 , wherein X 4 is a bond or 
(Ci^)alkylene, R 12 at each occurrence independently is hydrogen or (Ci_6)alkyl, R 13 is 
hydrogen, (Ci^)aLkyl or haio-substituted(Ci^)alkyl, R 14 is (Ci-6)a3kyl or halo-substituted(Ci. 
6 )alkyl and R 15 is (C3.io)cycloalkyl(C^)allcyI, (Cs-io^ycloalkyKQwJalkyl, hetero(Q. 
, 0 )cycloalkyl(Qo)^M> (CMo)aiyl(Co*)alkyl, hotcro(C^)aiyl(CW aMey4 ? 0£ (C 9 . 
)2)bicycloaryI(C(w)alkyl or hetcro(CMa)bioyoloaryl(C»4i)alkyl ; wherein within R 3 and R 4 any 
cycloalkyl, hotorocyoloalkyl^ aryl or hotoroaryl may be substituted with 1 radical selected 
from -R 13 and -X^OR 15 , wherein X 4 and R 15 are as defined above; and wherein R 3 and R 4 may 
be substituted further by 1 to 5 radicals independently selected from (Ci^)alkyl, cyano, halo, 
halo-substitated(C M )alkyl, OCW 2 C(0)OR 12 , -XW 3 , -X?C(0)OR n , -X^OJR 13 , 
-X^CONR^R 12 , ^NR^SCO^R 13 and -X 4 S(0) 2 R 14 , wherein X* R l2 7 R 13 and R 14 are as 
defined above; 

andr or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- or the pharmaceutical^ acceptable salts and 
solvates of such compounds dad- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 
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4. (Currently Amended) A compound of claim 3 in which R is selected from 5-bromo- 
ttaophen-2-ylmethyl, 3-cyciohexylpropyl, 2-cycIohexylpropyl, 2-cyclopentyIpropyl, 
3-phenylpropyl, 3-(2-difluoromethoxy)phenylpropyl, 2-phenylcycIopropylmethyl, 
2,2-difluoro-3-phenylpropyl 5 l-benzylcyclopropytoethy, 2-tetrahydro-pyran-4-ylethyl 3 

1- isobutylcyclopropylmethyl, thiophen-2-ylmethyl, tetrahydio-pyran-4-ylmethyl, 
cyclopropylmethylsolfanylmechyl, 2 1 2-dimethyl-3-phenylpropyl, 4-methyl-[l,2 r 53thiadiazol- 

3- ylmethylsulfonylmethyl, 3-methyl-[l,2,4]tMadiazol-3-ylmethylsulfonylmechyl, thiophen-3- 
ylmethy]sulfonylmethyl> 3-methoxy-5-methyl-isoxazol-4-ylmethylsulfonyImethyl, 2,4- 
dimethyl-thiazol-5-ylmethylsulfonylmethyl, 2-methyl-oxazol-4-yImethylsulfonyhnethyl f 

2- methyl-thiazol-4-ylmethylsulf onylmethyl,, 1 ,2,3]thiadiazol-4-ylmethyIsulf oilylmethyl, 
S-rae^l-tl^^lthiadiazol-S-ylmethylsulfonylmethyl, 4-methyl- 

[^^SJtMadiazol-S-ylmethylsulfonylmethyl, thiophen-3-ylmethylsulfonylmethyl, tetrahydro- 
pyran-4-yloxymethyl, pipeiidin-l-ylcarbonyl, thiophene-2-sulfonyImethyl, 

3- chloro-2-fluoro-benzylsulfonylmethyl, benzcnesulfonylmethyl, benzylsulfonylmethyl, 
2~(1 , 1 -difluoro-methoxy )-benzylsulf onylmethyl, 2-benzenesulf onyl-ethyl, 

2- (pyridine-2-sulfonyl)-eihyl > 2^(pyridine-4-sulfonyl>ethyl 5 2-benzyIsulfonyl-ethyl, 
oxy-pyridin-2-ylmethylsuIfonylmethyl, prop-2-ene-l-sulfonylmethyl, 

4- methoxy-ben2ylsulf ony lme thyl , ^-tolylmethylsulfonylniethyl, 

4- chloro-benzylsuIfonylmethyl, c^tolylmethylsulfonylinethyl, 
3,5-dimethyl-bcnzylsulfonylmethyl, 4^trifluorome%l-beiizylsulfoiiylmethyl 4 
4-trifluoromethoxy-benzylsulfonylmethyl, 2-bromo-benzylsulfonylmethyl, 
pyridin-2-ylmethylsulfonylmethyl, pyridin-3-ylmethylsulfonylmethyl, 
pyridin-4-ylmethylsulfonylmethyl, naphthalen-2-ylmethylsulfonylmethyl, 

3- methyl-benzylsulfonylmethyI, S-trifluoromethyl-benzylsulfonylmethy^ 

3- trifluoromethoxy-benzylsulfon^ 

2-fluOTio-6-tiifluorometty^ 3 -chloro-benzylsulf onylmethyl, 

2-fluoro-benzylstilfonylTnethyl, 2-trifluoro-ben2ylsulfonylmethyl f 
2^yano-benzylsidfOTy 

2-fluoro-3-methyl-benxylsulfonylmethyl, 3-fluoro-benzylsulfonyImethyl, 

4- fluoro-ben2ylsulfonylmethyI, 2-chloro-benzylsulfonylraethyl, 
2,5-difluoro-benzylsulfonylmethyl, 2 > 6-difluoro-benzyl5ulfonylmethyI, 
2,5-dichloro-benzylsulfonylmethyI» 3,4-dichloro-benzylsulfonylmethyl, 
2-(14-difluoro-methoxy)-beroylsulfonybnethyl, 2-cyano-benxyl$ulfonylmethyl 1 
3^yano-benzylsulfonylmethyl,2-trifluoromethoxy-benzylsu^ 
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2,3-difluoxo-benzylsulfonylmethyi, 2,5-difluoro-ben2ylsulfonyIijaethyl, 
biphenyI-2-yImethylsulfonylmethyl, cyclohexylmethyl, 3-fluoro-benzylsulfonylmethyI, 
3,4^difluoro-benzylsulfonylmethyl, 2,4-difluoro-benzylsulfonylmethyI, 
2,4,6-trifluoro-benzylsulfonyta^ 

2,3,4-trifluoro-benzylsulfonylmetiiyl, 2,3,5-trifluoro-beiuylsxiIfonylmethyl, 
2,5,6-trifluoro-benzylsulfonylmetbyI, 2-chIoro-5-trifluoromethylbenzylsulfonylmeth 
2-methyl-propane- 1 -sulfonyl, 2-fluoro-3-crmuoromethylbenzylsulfonylinethyl, 
2-fluoro^trifluoromethylben^ 
2-fluoro-5-trifluoromethylbei]^ylsulfonylmetliyl, 

4-fluoro-3-d1fluoromethylb6nzylsulfonylniethyl, 2-meihoxy-benzylsulfoiiylinethyl, 3,5 

bis-trifluoromethyl-benzylsulfonyhnethyl, 4-diflucwromethoxy-benzylsulfonylnietIiyl, 

2-difluoromethoxy-beiizyIsulfonylraethyl, 3-difluoromethoxy-ben2ylsulfonylmethyl, 

2,6-dichloro-benzylsulfonylmethyl, biphenyM-ylmethylsulfonylmethyl, 

3,5-dimethyl-isoxazoM-ylmethylsutf^^ 

5<hloro-thiophen-2-yIme(hylsulfonylmethyl, 

2- [4-( 1 , 1 -Difluoro-methoxy)-benzenesuIibnyl] -ethyl, 

2- [2- ( 1 > 1 -Difluoro-methoxy)-benzenesulfonyl] -ethyl, 

2-[3-( 1 , 1 -Difluoro-methoxy)-benzenesulfonyl] -ethyl, 

2<4-ttifluoromethoxy-ben2enesulfoliyl)-etliyl, ^(S-trifluoromethoxy-bejozenesulfoliylJ-ethyl, 
2-(2-trifluoromethoxy-benzenesulfonyl)-ethyl, (cyanomethyl-methyl-carbamoy^-methyl, 
biphenyi-3-ylmethyl, 2-oxo-2-pyrrolidin-l-yl-ethyl, 2-benzenesulfonyl-ethyl, 
isobutylsulfanylmethyl, 2-phenylsulf anyl-ethyl, cyclohexylmethylsulfonylmethyl, 
2-cyclohexyl-ethanesulfonyl, benzyl, naphthalen-2-yl, benzylsulfanylniethyl, 
2-trifluoroEoethyl-benzylsulfanylraethyl, pbenylsulfanyl-ethyl and 
cyclopropylmethylsulfonylmethyl ; 

rod- or the N-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; asd- or the pharmaceutical^ acceptable salts and 
solvates of such compounds aad-fiE the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

5. (Currently Amended) A compound of claim 4 in which R 4 is selected from 
2-trifluorobenzylsulfonylmethyl, 3-phenylsulfanylpropyl, 4-chlorobenzylsulfonylmethyl, 
thiophen-2-ylsulfonylmethyl, benzyteulfonylmethyl, 4-methylbenzylsulfonylmethyl, 
2-phenylsulfonylethyl, 2-pyridin-2-ylsulfonylethyl, 2-pyridin^-ylsulfonylethyl, 
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2- benzylsulfonyfethyl, 2-(3-difluoromethoxyphenyIsulfonyl)ethyl, 
naphthalen-2-yImethylsulfonylmethyl, pyridin-2-ylmethylsulfonylmethyl, 

3- methylbenzylsulfonylmethyl, 3-trifluoromethylbenzyIsulfonyImethyl ? 
3-difluoromethoxybenzylsulfonyImethyl, 3-ehlorobenzylsulfonylmethyl, 

3- fluorobenzylsulfonylmethyU 4-fluorobenzylsulfonylmethyl, 3-cyanobenzylsulfonylmethyl, 

4- cyanobenzylsulfonylmethyl, 3,4-difluorobenzylsulforiylmethyl, benzylsulfonylmethyl, 
A^cyanomethyl-iV-methylcarbamoylmethyl, 3-bromobenzyl, 4-phenylbutyl, 2,2-difluoro- 
3-phenylpropyl, 4'-methylsulfonylaniinobiplienyl-3-ylmethyl, 
4 , -ethoxycarbonylaminobiphenyl-3-ylmefhyI, 4-methylpiperazin-l-yIcarbonylmethyl, 

1- fluoro-2-(4-methylpiperazin-l-yl)-2-oxoethyl, 1 -hydroxy-4-methylpiperazin-l -y 1- 

2- oxoethyl, l-hydroxy-2-morpholin-4-yl-2-oxoethyl, l-hydroxy-2-oxo-2-pyrroHdiTi-l-yl- 
ethyl, l-fluoro-2-oxo-2-pyrrolidin-l-yl-ethyl, l-fiuoro-2-isopropylaimno-2-oxoetbyl, 

1 -hydroxy^isopropylamino-^oxoethyl, 1 -fluoro-2-oxo-2-piperazin- 1 -ylethyl, 
thiophen-3-yImethylsiilfonylmethyl, 4-methyl-[l,2,5]thiadiazol-3^ 3- 
methoxy-5-methyl-isoxazol^ylmeAylsulfonylmethyU 2,4-dimethyl-thiazol-S- 
ylmethylsulfonylmethyl, 2-methyI-oXazol-^ylmethyIsulfonyImethyl, 2-methyl- 
tliiazol^ylmethylsulfonylmetbyl t 2-([l ) 2,3]thiadiazol^ylmethylsulfonyl)-ethyl, 2-(3~ 
metbyl-[ l,2 7 4]thiadiazol-5-ylixiethylsulfonyl)^thy^ 2-oxo-2-phenyl-ethyl, 
2-moiphoUn-4-yI-2-oxo-ethyl, 2-benzenesulfonyl-ethyl, 2-naphthalen-2-yl-2-oxo-ethyI, 
2-benzo[l,3]dioxol-5-yl-2-oxo-ethyl, 2-benzo[&]thiophen-2^yl-2-oxo-ethyl, 
2-biphenyl-4-yl-2-oxo-elhyl f 4-benzylsulfonylmethyl, 

2-(3-tri£luoitmiethoxy-ben2»nesuIfonylHthyl, 2-oxo-2-(4-phenoxy-phenyl)-ethyl, 
2-(4-hydroxy-phenyl)-2-oxo-ethyU benzylcarbamoyl-methyl, 4-acetyl-piperarine-l-carbaxylic 
acid ethyl ester, cyclohexylcarbamoylmethyl, 

2-(3-Chloro-benzo[&]thiophen-2-yl)-2-oxD-ethyU benzenesulfonyhnethyl, 
2-oxo-2-thiophen-2-yl-ethyl, 2-oxo-2-thiophen-3-yl-ethyl, naphthalene-2-sulfonylmethyl, 
2-(5-mettiyl-thiophen-2-yl>-2-oxo-ethyl 5 a-O-chloro-thiophen^-yD^-oxo-ethyl 

5- methyI-thiophene-2-sulfonyImetiiyl > pheaylcarbamoylmethyl, 
(5,6J,8-teirahydnvnaphthalen-l-ylcarbamoyl>methyl F 

(4-carbamoyl-phenylcarbamoyl)-inethyl > (3-caTbamoyl-phenylcarbaitioyl)-methyl, 
(butyl-methyl-carbamoyl)-methyl, biphenyl-4-ylmethyl, 2-oxo-2 : p-tolyl-ethyl ) 
2-(3-fluoro-4-methoxy-phenyl)-2-oxo-ethyl, 2-(4-chloro-phenyl)-2-oxo-ethyl, 
2-(4-methoxy-phenyl)-2-oxo-ethyl, 2^o-2<4-trifluoromethoxy-phenyl)-ethyl, 
2-(3,4-difluoro-phenyi)-2-oxo-ethyl r 2-(3,4-dimethoxy-phenyl)-2-oxo-ethyl, 
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2-(4-fluoro-phenyl)-2-oxo-ethyl 5-methyl-2-oxo-hexyl, 3,5-djbmethyl-benzylsiilfonylniethyl, 
4-trifluoroniethyl-ben2ylsuIfonylm^ 

isopropylcarbamoyl-methyl, 4-dimethylcarbamoylmethyl, pyridin-4-ylcarbamoy1methyl 7 
pyridin-4-ylTnethylsuIfonylmftthyl, pyridin-3-ylmethylsulfonylmethyl, 
3,4-dicUoro-benzylsulfonylmethyl, pyridin-3-ylcarbamoylmethyl, 
4~methoxy-benzylsidfonylmethyl, 

thiophene-2-sulfonylmethyl, benzylsulfonylmethyl, p-tolylmethylsulfonylmethyl, 
2-benzenesulfonyl-ethyl, 2-(pyridine-2-sulfonyl)-ethyI, 2-(pyridine-4-sulfonyl)-ethyl, 

2- benzyl$ulfonyl-ethyl, 243-(l,l-Difluoro-methoxy)-benzenesulfonyl]-ethyl s 
naphthalen-2-ylineithylsulfonylinethyl, pyridin-2-ylmethylsulfonylmethyl, 
m-tolylmethylsulfonylmethyl, 3-trifluoromethyl-benzyIsidfonylmethyl, 

3- trifluoromethoxy-benzylsulfonyhnethyl, 3-chlorobenzylsulfonylniethyl, 
3-fluorobenzylsulfonylmethyl, 4-fluoro-benzylsulfonylmethyl, 
3-cyano-benzylsulfonylmethyl s 4-cyano-benzylsulfonyhnetbyl, 

3.4- difluoro-beiizylsulfonylmethyl, (cyanomethyl-metbyl-carbamoy^methyl, 

3- bromo-benzyI, 2-oxo-2-pynolidin-l-yI-ctbyl, 2-(4 , -chlcwx>-biphejiyl-4-yl)-2-oxo-ethyl ? 
biphenyl-3-yImethyl, 2-(14-cUfluoro-metiioxy)-benzylsulfonylinethyl l 
2-(4-methylsulfonylaniino-phexiyl)-2-oxo-6thyl, 2-oxo-2-piperidin-l-yl-ethyl, 

2- (4-inethylsulfonyl-piperazin-l-yl)-2-oxo-efhyl, 2-tiifluoromethyl-benzylsiiIfonylmethyl, 

4- fluoro-3-t)ribflucffomethyl-beiizylsulfo^ 

3.5- bis-trifluoroniethyl-benzyIsulfonytaiethyl, 

4- ( 1 , l«difluoro-metboxy)-benzy lstilf onyhnethyl, 

3- {l f l-difluoro-methoxy)-beDzylsulfonyImethyl, 

5- chloro-thiophen-2-ylmethylsulfonylmethyl, 
2-[4-(l , 1 -difluaro-methoxy) -benzenesulfonyl] -ethyl, 

2^4-trifluoromethoxy-benzenesulfc>nyl)^thyl, 2-phenylsulfanyl-ethyl, benzylsulfanylmethyi, 

2-trifluoromethyl-benzylsulfan^ 

2-cyclohexyl-ethyl and isobutylsulfanylmethyl; 

or the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aad- or the phaimaceutically acceptable salts and 
solvates of such compounds a»d- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 
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6. The compound of claim 5 in which R 1 is hydrogen or (Cw)alkyl and R 2 is hydrogen, 
-X*OR 13 , heteroCCs-ioJaryKQ^Jalkyl, (C 5 4o)aryl(Co^)alkyl or (d. 6 )alkyi; or R 1 and R 2 taken 
together with the carbon atom to which both R 1 and R 2 are attached f oim (C^cycloalkylene 
or hotoro(C^ -g) eycIoalkyl 6 n e; wherein the cycloalkylene e r4i e terocyoloalkyleno are is 
optionally substituted with 1 to 3 (Ci^)allcyl radicals; 

ftfidr or the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and- or the pharmaceutical^ acceptable salts and 
solvates of such compounds and- oi the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

7. (Currently Amended) The compound of claim 6 in which R 1 is hydrogen or methyl 
and R 2 is methoxymethyl, methoxyethyl, methyl, ethyl, propyl, butyl, phenethyl, hiophen-2-yl 
or 5-methyl-furan-2-yl; or R 1 and R 2 taken together with the carbon atom to which both R l 
and R 2 are attached form cyclopropyl, tetrahydro-pyran-4-yl or l-methyl-piperidin-4-yl; 

aad- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; andr or the pharmaceutical^ acceptable salts and 
solvates of such compounds and- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof 

8. (Cunently Amended) The compound of claim 7 of Formula 1(a): 



aad-or the TV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; mA-gs. the phannaceutically acceptable salts and solvates of 
such compounds aj*d- or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 
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9, (Currently Amended) The compound of claim 8 selected from the group consisting of 
3-biphenyl-3-yl-jV«cyanometty^ 3~biphenyl-4^yl-//- 
cyajaomethyl-2-benzyteu^ 3-(3-bromo-phenyl>iV-cyaiiomethyl-2- 
benzylsulfonylmethyl-propionami^ 
benzylsulfonyl-methyl-propionam^ 

benzy lsulf any lmethyl] -3 -benzylsulf anyl-propionamide ; iV-cyanoTnethyl-3-(2-trifluoromethyl- 

benzylsulfanyl)-2<2-trifluoro-me%^ 

3-isobutyIsulfanyl-2-isobutylsulfanyli^ 

2-(2-phenyl$ulfanyl-ethyl)-butyramide; 7/-cyanoinethyl-3-[2-(l, l-difluoro-methoxy>- 
benzylsulfanyl]-2-[2-(14-difluoio-niethoxy)-benzyIsulfan^ 3- 
benzylsulfanyl-2-benzylsulfanyImeto^^ 
14-difluoro-methoxy)-benzylsulfonyImethyl3-3-benzylsu^ 
cyanomethyl-3-(2-trifluoromethyl-benzylsulfonyI)-^^ 

betKylsulfonylmethyl)-propionamide; 4-benzenesulfonyl-2-(2-benzenesulfonyl-ethyl)-A^- 

cyanomethyl-buiyrainide;iV^yanomethyl-3-[2-( 

(lj-difluofix)-tnethoxy)^ 

benzyl$ulfonyl-2-benzyl$ulfonylmethy^ 

l-sulfonyl)-2-(2Htnethyl-propane4-suIfon^ 

methyl-thia^4-yta^ 3-biphenyl-3-yl- 
AT-cy anomethyl-2-[2-( 1 , l-difluoit>-methoxy)4)erazyl-sulfony^^^ (3'-{2- 
(cyanoiE^%l-carbamoyl>3-[2-(l,l-difluoro-raethoxy)-ben^ 
yl)-carbamic acid ethyl ester; JV^yanomethyl-2-[2-(l 7 l^ 

benzylsulfonylmethyl]-3-(4'-m^ 3-(3-bromo- 
phenyl)-JV^yanamethyl-2-[2-(l>^^ 

propionamide; 2V-cyanomethyl-2-((E)-3-phenyl-al^^ andN- 
cyanomethyl-3-benzylsulfonyl-2-(3-phenyl-propyl)-propicmaim 

mi- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; asd- or the pharmaceutic ally acceptable salts and 
solvates of such compounds aadr or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

10. (Currently Amended) The compound of Claim 7 of Formula 1(b): 
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1(b) 



aadr or the tf-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; aa4- or the pharmaceutical^ acceptable salts and solvates of 
such compounds aad- or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

1 1 . (Currently Amended) The compound of claim 10 in which R 5 is 
lff-benzoimidazol-2-yl, benzooxazol-2-yl, oxazolo[4,5-b]pyridin-2-yl, benzothiazol-2-yl, 5- 
phenyHl>3,4]oxadiazoU2-yl, 4-(5-pyridin-4-yl-[13,4]oxadiazol-2-yl, 5-pyridin-3-yl- 
[l,3,4]oxadiazol-2-yl, 5-pyridazin-3-yt-[l3,4]oxadiazoU2-yl, pyriniidin-2-yl, pyridazin-3-yl, 
3-penyl-[l,2,4]oxadiazol-5-yl, S-methoxymethyl-tl^^Joxadiazol^-yl, 5-ethyl- 
[l,3,4]oxadiazol-2-yl„ l,3*4]thiadiazol-2-yl 7 benzyloxycarbonyl, benzyloxydicaibcmyl, 
phenyldicarbonyl, 5-raethyl-[l 7 3,4]thiadiazol-2-yl, S-trifluoromethyi-tl^^oxadiazol^-yl, 5- 
methyl-[13,4]oxadiazol-2-yl, 5-methyl-[l,2,4]oxadiazol-3-yl, 5-phenyl-[l,2,4]oxadiazo]-3-yl, 
5-thiophen-3-yl-[l,2 7 4]oxadiazol-3-yl, 5-trifluoromethyl-[l,2,4]oxadiazol-3-yl, 3-raethyl- 
[l,2,4]oxadiazol-5-yl or 3-pyrazin-2-yl; 

and- or the Af-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and- oj the pharmaceutical^ acceptable salts and 
solvates of such compounds aad- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

12. (Currently Amended) The compound of claim 1 1 selected from the group consisting of 
JV-[(S)-l-(l-Benzooxazol-2-yl-n^ 

propionamide; 

ben^lsutfonyl)-2-(2-trifluoro 
BenzQOxazol-2-yl-methanoyl)-pem 

benzenesulfonyl)-ethyI]-butyraxnide; 4-Benzenesulfonyl-2-(2-benzenesulfonyl-ethyl)-N-[(S)- 
l-(l-benzooxazol-2-yl-methanoyl)-butyl]-butyramide; (R)-iV-[(S)-Hl~benzooxazoI-2-yl- 
methanoyl)-butyl]-2-cyclohexyhnethyl-3-tei^ 
benzothiazol-2-yl-metlianoyl)-propyl]^^ 
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butyramide; Aq(S)-l -(l-benzooxazol-2-yl-methan^ 

cyclohexylmethyl^ 

isobutylsulfanyl-2-isobuty^ 

methanoyl)-butyl]-3-benzylsu^^ 

benzooxazol-2-yl-methanoyl>b^^ 

N-[(S)-Hl-beTizooxazol-2-yl-meto^ 

benzylsulfonylmethyl-buiyramide; tf-[(S)-Hl -Benzooxazol-2-yI-methanoyD 
morpholiii-4-yl-4-oxo-2-benzyte^ 4-Morpholin-4-yl-4-oxo-2- 
teazylsulfonylmethyl^^^ 
butyranride; AH(SH-(1-Benzro^ 

benzylsulfonylmethy^ 4-MorphoIin-4-yl-4-oxo-A^-[ l-(2-oxo- 

2-phenyl-aceryl)-penryl]-2^e^^ N-( 1 , l-Dimethyl-2- 

oxazolo[4,5-b]pyridtn-2-yl-2-oxo-et^ 
butyramide; W-[l-(5-EthyI-[^^ 

benzylsulf Qinyhnethyl-butyramide ; N-[l -(5-Ethyl-[ 1 3 ,4] oxadiazole-2-carbonyl)-butyl] -4-oxo- 
2-benzylsdfMyl-jnethy^ 

carbonyl)-butyl]-4^xo-2-benzylsulfonyl-methyl-4-pyrr 
MethoxymethyHl^Joxadiazole^^ 
beuzylsulfonylmec^ 
propyl]^oxo-2-benzyI$ulfonyl^ 

[ 1 3 ? 4]oxadiazole-2-carbonyl)-propyl]-4-oxo-2-benzyIsulf onylmethyl^-pyrrolidin- 1 -yl- 
butyramide; 4-Morpholm^yL4^xo-2-benzylsu^ 

[13,4]oxadiazole-2-carboayl)-pr<^yl]-butyramide; 4-Oxo-2-benzylsulfonylmethyl-N-[l-(5- 
phenyl-[ 1 , 3 ,4]oxadi azole-2-carbonyl)-propy 1] -4-piperidin- 1-yl -butyramide; 4-Oxo-2- 
benzylsulfonylmethyWH^ 
yl-butyramide; 4-Moipholin-4-yl-i\^ 

benzyUulfcmylmethyl-butyrarxdde; N-[ l-(Oxazolo[4, 5-b]pyridine-2-carbonyl)-propyI]-4-oxo- 
2-benzylsdfonyl-methyM-piperi 

carbonyI)-propyl]^oxck2-benzylsi^ 4- 
Morpholin-4-yl^oxo-2-benzyls^ 

caxbonyI)-pmpyl]-butyramide; 4-Oxo-2-benzylsulfonylmediyM 
pyridn-4-yl"[l3,4]oxadiazole-2-carbonyl)-propyl]-but^ 4-Oxo-2- 
tenzylsujfonylmethyl^ 
pyrrolidin-l-yl-butyran^^ 
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3-yl-[l ,3,4]oxadiazole-2^arb^ 

propyl]-4-oxo-2-benzylsulfon^^ 

caibonyl)-propyl]^ox<>2-bei^ 

(BenzooxazoIe-2-carbonyl)-propyl]-2-cy^ 

2-CycIohexylmft%l^-mo^ 

oxo-butyramide; 2-Cyclohexylmethyl-N-[ 1 -(5-ethyl-[ 1 ,3,4]oxadito)le-2-carbonyl)-butyl]-4- 
maipholin^yM-oxo-but^^ 

(2^1ifluQromethoxy-benzylsulfo^ N-[ 1- 

(Benzooxazole-2K?arbottyl>pr^ 

butyrantide; 2-(2-tyclohexyI^^ 

carbonyl)-prc^yl]^-oxo-but)raTnide; 2<2^yclohexyl-ethyl)-4-inoipto^ 
(5-phenyl-[l,3 f 4]oxadia2ole-2-carbonyl)-propyI]-butyrainide; 2-(2-DifluQromethoxy- 
benzylsulfonylmethyl)-4^^ 

carbonyl)-propyI]-butyramide; 2-(2-Difluttomethoxy-ben^ 
[13,4]oxadiazole-2M:arbonyl)-buiyl]^morpholi^ N-[l- 
(Benzooxazole-2^arbonyl)-propy 
moipholin-4-yl-4-oxo-butyramide; 

2-(2-MorphoIin-4-yl-2-oxo-ethyl)-5-phenyl-pentanoic acid, l-(benzooxazde-2- 
carbonyl)-propyl]-amide; ^ 
phenyM,2/t^xadiazole-3-carbonyl)-prop^ 

5-phenyl-pentanoic acid, (S^l-CS-phenyl-tl^^Joxadiazole-S-carbonylJ-prc^yll-amide; 4- 
Moipholin^yl-4-oxo-2-ber^lsulfo^ 

carbonyD-propyU-butyrainide; (R)-2-CyclohexyImethyl^mo^^ 

phenyl- 1 ,2,4-oxadiazole-5 -c arbonyl)-propyl] -bucyramide; 4-Moipholin-4-y 1 -{oxazole-2^ 

carbonyl)-3-phenyl-prc#ylM-^^ 

oxazol-2~yl-2-oxo^yl)4-moi^to^ 

Isopropyl-AT-l-[l-(oxazole-2-carbo^^ 

succinamide; 2-(2-Difluoromethoxy-benzylsulfonylmethyl)-4-morphol^ 
2-carbonyl)-3-phenyl-pxQpyl]-4-oxo-butyramide; 2-(2-Methyl-propane-l-suLfonylmethyl)-4- 
moiphoIin-4-yl-tf-[l-(ox^ 2- 
Cyclopropylmethylsulfonylmet^ 

propyl] -4-oxo-butyramide; iV-[l-(Benzc>oxazole-2-carbonyl)-butyl]-2-beiizylsuIfonyl-3- 

(teti^ydrchpyran^yloxyme^^ 

ethanesuIfonyl-2<tetrahydro-pyi^^ 
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oxo-azepan-4-yl)-2^yclopropyto^ 

2-CyclopropylmethyIsulfonylmethyl-N-{ (S)-l-[(R)-hydroxy-(3-phenyl-l ,2,4-oxadiazol-5-yI)- 
methyl]-propy! }-4-motpholin-4-yl^oxo-butyrairdde; AT-{(S)-l-[(R)-hydroxy-(3-phenyl- 
l ( 2/t-oxadia2X>l-5-yl)Hraethyl]-pro^^ 

4- yI-4-oxo-butyramide; 2-(2-MoiphoIin-4-yl-2-oxo-ethyl)-5-phenyl-pentanoic acid {(S>1- 
[(ll^ydroxy-^phenyM^,^^ 2- 
Cyclopropylmethylsulfonylmethyl^n^ 

oxadiazole-5-carbonyl)-propyl]-butyramide; 2-(2-m6thyl-propane-l -sulfonylmethyl)-4- 
morpholin^-yl-4-oxo-N-[(S)-l-(3^ 

2-(2-Moipholin-4-yl-2^xo-e%l>5-phenyl-pentanoicacid J (S)-l-(3-phenyl-l,2,4-oxadiazole- 

5- carbonyl)-propyl}-amide;iVH(lS)-H 

2-cyclopropylmethylsulfo^^ (R)-2-((S)-l - 

Hydroxy-2-Tnoipholin-4-yl-2-oxo-ethyI)-5-phenyl-pentanoic acid, l-(benzoxazole-2- 
carl^yl)-propyl]-amide;(R)-5K2-Diflu^ 

4-yl-2-oxo-ethyl)-pentanoic acid, l-(benzoxazole-2-caibonyl)-propyl]-amide; and4- 
Morpholin^-yl-N-[l-(oxazole-2-carbon^ methyl - 

butyramide; 

dad- or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; «fidr q& the pharmaceutical^ acceptable salts and 
solvates of such compounds aa4- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

13. (Currently Amended) The compound of claim 7 of Formula 1(c): 



«adr or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and- or the pharmaceutical^ acceptable salts and solvates of 
such compounds sad- or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof, 
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14. (Currently Amended) The compound of claim 13 in which R is phenyl; 

Gad- or the //-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and- or the phannaceutically acceptable salts and 
solvates of such compounds end- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

15. (Cuirently Amended) The compound of claim 14 selected from the group consisting of 
A4(S)-M(E)-2-benzenesutfonyl-^ 

propionaxnide and #K3-benzenesdfouyl-l-phenethy^ 
benzylsulfonylmemyl-propionamide; 

aadr or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; fcfid^oi the phannaceutically acceptable salts and 
solvates of such compounds and- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

16. (Currently Amended) The compound of claim 7 of Formula 1(d): 




1(d) 



asd- or the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; and- or the pharmaceutically acceptable salts and solvates of 
such compounds &a£-or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

17. (Currently Amended) The compound of claim 16 in which R 5 is phenyl and R 6 is 
hydrogen; 

or the N-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and^ or the phannaceutically acceptable salts and 
solvates of such compounds aad- or the N-oxide derivatives, prodrug derivatives, protected 
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derivatives, individual isomers and mixtures of isomers thereof. 

1 8. (Currently Amended) The compound of claim 17 namely iV-(3-benzenesulfonylamino- 
2HDXo-propyl)^moipholin-4-yM-ox^^ 

ted- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and- or the pharaxaceutically acceptable salts and 
solvates of such compounds m& or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

19. (Currently Amended) The compound of claim 7 of Formula 1(e): 



an* or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; asd- or the pharmaceutical^ acceptable salts and solvates of 
such compounds aad- or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof. 

20. (Currendy Amended) The compound of claim 19 in which R 5 and R 6 is methyl; 

aa£- or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; a&4- or the pharmaceutical^ acceptable salts and 
solvates of such compounds or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

21 - (Currently Amended) The compound of claim 20 in which one X 7 is morpholine-4- 
carbonyl and the other is benzylsulfonyl, R l is hydrogen and R 2 is ethyl, namely (S>2,2- 
difluonM-(4-morphoto 
acid dimethylamide; 

aadr or the //-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and- or the pharmaceutical^ acceptable salts and 
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solvates of such compounds aadr or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof, 

22. (Currendy Amended) The compound of claim 7 of Formula 1(f): 



m& or the JV-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; asd- or the pharmaceutically acceptable salts and solvates of 
such compounds aad- or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof 

23. (CuiTeutly Amended) The compound of claim 22 in which R 5 is methyl, benzyl, 
phenethyl, cyclohexyl, methoxyethyl, dimethylaminoethyl, tetrahydro-pyran-4-yl 7 1- 
methylsulfonyl-piperidin-4-yl, 4-methyI-piperazin- 1-yl, morpholin-4-ylethyl, pyridin-2-yl, 
pyridin-2-ylmethyl or oxaz:ol-2-ylmethyl; R 6 is hydrogen or methyl; or R 5 and R 6 together 
with the nitrogen atom to which both R 5 and R° are attached form moipholine-4-yl, 
pyrrolidin-l-yl, 4-dimethylamino-piperarin-l-yl, 4-hydxoxy-piperazin-l-yl, 4-pyridin-2-yl- 
piperazin-l-yl, 4-benzoyI-piperazm-l-yI or 3-oxo-piperazin-l-yl; 

asd- or the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; a&d- or the pharmaceutically acceptable salts and 
solvates of such compounds a*d- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

24, (Currently Amended) The compound of claim 23 selected from the group consisting of 
W-[(S)-l-(l-Benzylcarbamoyl-m^ 

propionamide and //-[(S)-l-(l-Benzylcarbamoyl-methanoyl)-propyl]-4-morpholin-4-yl-4- 
oxo-2-benzylsuIfonylmethyl-butyramide; 

aad- or the //-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; and- or the pharmaceutically acceptable salts and 




1(f) 
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solvates of such compounds aad-fii the N-oxide derivatives* prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 



25. (Currently Amended) The compound of claim 7 of Formula 1(g): 




afid- or the AT-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers thereof; add- or the pharmaceutically acceptable salts and solvates of 
such compounds aad^or the N-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers and mixtures of isomers thereof, 

26. (Currently Amended) The compound of claim 25 in which X 3 is l-benzoyl-4-oxo- 
pyrrolidin-3-yl, 4-OtXO-pyrrolidm-3-yl-l-carboxylic acid tert-butyl ester, 2-methyl-4-oxo- 
tetrahydro-furan-3-yl, 2-ethyl-4^oxo-tetrahydro-furan-3-yl, ^xo-tetrahydro-furan-B-yl, 2- 
aretoxy-4-oxo-azetidin-3-yl> 1 -isopropyl-3-oxo-azepan-4-yl, 3-oxo-azepan-4-yl-l-carboxylic 
acid benzyl ester, 3-oxCHazepan-4-yl-l-carboxylic acid tert-butyl ester, l-benzoyl-3-oxo- 
azepan-4-yl, l-isobutyryI-3-oxo-azepan-4-yl, 3-oxo-l-(propane-2-sulfonyl)-azepan-4-yI > 1- 
benzenesulfonyl-3-oxo-azepan-4-yl, l-benzenesulfonyl-3-oxo-piperidin^4-yl, 1- 
benzenesulfonyl-4^oxo-pyrroUdin-3 -yl> l-benzoyl-3-oxo-piperidin-4-yl or 3-oxo-tetrahydro- 
pyran-4-yl; 

and- or the iV-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; aa4-or the pharmaceutically acceptable salts and 
solvates of such compounds a**d- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 



27. (Currently Amended) The compound of claim 23 selected from the group consisting of 
3-Hy(toxy-4-(4-morphoUn^y^ 

carboxylic acid tert-butyl ester; 4-(2-Ctyclopropylmethylsulfo^ 

oxo-butyi^lamino)--3-hydroxy-azepane-l-carbQxylic acid tert-butyl ester; 3-Hydroxy-4-[2-(2- 
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carboxylic acid tert-butyl ester; 4-(2-<^clopropylmethylsu^ 

oxo-butyrylamino)-3-oxo-azepane-l-carboxyHc acid tert-butyl ester; 4-[2-(2-Methyl-propane- 

1- sulfonylmethyl)-4-iiK)rpto^ -3-oxo-azepane-l -carboxylic acid 
tert-butyl ester; jV-(l-Ben2ene$ulfOTiyl-3-oxo-az^^ 

ben^lsulfonylmethyl-butyramide; AT-(l-Benzenesulfonyl-3-oxo-azepan-4-yl)-2-(2-inet±iyl- 
propane-l-sulfonylmethyl)-4-mo^^ 3-(4-Morpholin-4-yl-4-oxo- 

2- benzylsulfonylmethyl-but^lainm^ acid tert-butyl ester; 4- 
(4-Moipholin^-yl^oxo-2-benzylsulfo^ 

acid benzyl ester; and acetic acid (2S3S)-3-(4-morphoIin-4^y^4-oxo-2-beIlzylsulfonylrnethyl- 
butanoylaininoM-oxo-azetidin-2-yl ester; 

aadr the W-oxide derivatives, prodrug derivatives, protected derivatives, individual 
isomers and mixtures of isomers thereof; or the pharmaceutically acceptable salts and 
solvates of such compounds aa4- or the N-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers and mixtures of isomers thereof. 

28. (Original) A pharmaceutical composition comprising a therapeutically effective 
amount of a compound of Claim 1 in combination with a pharmaceutical^ acceptable 
excipient 

29. (Original) A method for (rearing a disease in an animal in which inhibition of 
Cathepsin S can prevent, inhibit or ameliorate the pathology and/or symptomology of the 
disease, which method comprises administering to the animal a therapeutically effective 
amount of compound of Claim 1 or a iV-oxide derivative or individual isomer or mixture of 
isomers thereof; or a pharmaceutically acceptable salt or solvate of such compounds and the 
N-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers and 
mixtures of isomers thereof. 

30. (Canceled). 

31. (Canceled). 
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